The relationships between biochemical severity of hypothyroidism (as judged by plasma thyroxine) and the clinical and radiographic findings at diagnosis were evaluated in 449 infants born in 1982-4 with congenital hypothyroidism identified by neonatal screening. Details of pregnancy, delivery, and the neonatal period were also examined and compared with the findings in a normal population of 36 727 infants born in 1988. Infants with plasma thyroxine values of 30 nmol/l or less had a significantly higher incidence of prolonged jaundice, feeding difficulties, lethargy, umbilical hernia and macroglossia, showed more severe delay of bone maturation on a knee radiograph, and had a higher proportion of thyroid agenesis on isotope scan. In contrast, an ectopic or hypoplastic gland was more common in infants with plasma thyroxine values above 30 nmol/l. Prevalence of illness in pregnancy and mode of delivery was not related to severity of hypothyroidism and were similar to figures for the normal population. Induction of labour, gestation over 40 weeks, and birth weight above 3500 g were significantly more common in the hypothyroid infants. Perinatal illness and congenital malformations were more common in the infants with low plasma thyroxine values at diagnosis.
Screening for congenital hypothyroidism started in the UK on a pilot basis in 1978; by mid-1982, after a recommendation by the Department of Health,' routine screening had been introduced throughout the country. The Medical Research Council (MRC) Register of Children with Congenital Hypothyroidism was set up to collect detailed information on the outcome in children born with congenital hypothyroidism during 1982-4. Information on incidence, deaths, congenital malformations, and ethnic background has already been published. 2 It has now become clear that there is considerable variation in the biochemical severity of hypothyroidism in children detected by screening3 4 and that this variation is closely related to the type of thyroid disorder which is present. In general, agenesis of the thyroid is associated with severe hypothyroidism, while ectopia, hypoplasia, or inherited defects of thyroid hormone synthesis are often associated with a less severe biochemical disturbance."7 The present paper examines the relationship between biochemical severity (as judged by plasma thyroid hormone concentrations at diagnosis) and clinical features at diagnosis, early radiological findings (radiograph of the knee and isotope scan of the neck), pregnancy and perinatal events, and family history of thyroid disorder.
Subjects and methods

SUBJECTS
At the beginning of 1990 the register held the names of 472 Where appropriate, differences between groups I and II, and between the overall group of children with congenital hypothyroidism and the normal population, were assessed using x2 tests, taking a probability of less than 0-01 to indicate statistical significance.
Results
SYMPTOMS OF HYPOTHYROIDISM
The prevalence of symptoms (table 1) , as defined by the checklist sent to paediatricians, was consistently greater in group I than in group II although the differences were only significant for the five most common symptoms. Jaundice for more than three weeks was the most commonly reported symptom, followed by feeding difficulty, lethargy, umbilical hernia, macroglossia, constipation, cold or mottled skin, and hypothermia. In group I 16% of the children had no symptoms compared with 33% in group II, whereas 13% of children in group I showed five or more symptoms compared with less than 2% in group II.
In 38 infants (25 group I; 13 group II) who had been suspected of having congenital hypothyroidism on clinical grounds before the screening result was known there was a significantly increased incidence of persistent jaundice (74%) and feeding difficulties (58%). Lethargy (37%), macroglossia (24%), umbilical hernia (21%), constipation (13%), or a cold mottled skin (13%) were no more common than in the group as a whole.
BONE AGE AND THYROID SCAN
In 260 children who underwent radiography of one knee at diagnosis ( higher than in Switzerland (6%). '5 Although our study failed to identify any differences in maternal factors during pregnancy or in the mode of delivery between infants with congenital hypothyroidism and the general population, there was a striking increase in the frequency of induced labour and higher frequencies of postmaturity and infants with birth weights over 3500 g. The increased prevalence of postmaturity is a well recognised feature of congenital hypothyroidism,4 16 17 although its significance with respect to the physiology of labour is still uncertain. A number of authors have also reported increased birth weight as a feature of congenital hypothyroidism." 16 17 As reported previously,2 18-20 congenital hypothyroidism is associated with an increased prevalence of other congenital anomalies, and almost 8% of the present sample had major malformations, compared with an expected frequency of 2-3%. The data suggest that some teratogenic factor is operating during early pregnancy but our study failed to identify any such factor other than the hypothyroidism itself.
